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mz>n* wmm^ z*mm^ &m&* mkz*m&. 

(Eclipta prostrata Linn) > (Wedelia chinensis ) sPS-^SH^CEclipta 

alba)o 

& ii MmmmfiWi: 




6. tofrmB&iffi)&tom&. ffi&tt&^&m&MTmt 



• r 

7. jnumm* i /jf&w/Bjfe. , jwfcs* i fc£-**»fctfc 

(b) ^Z,»*#, ffl 5-300 fif^Wflc^W 60-801CW2K*j». 

(c) mz*mz>m^m&!m(b)tf)7kffi, m^m^mm-. 

(d) Xrf^mc)fi<l&&&B8ffi»r r H&, 

(e) &mtiSZ&±. JB#£*J 5:1 M 1:2 W^Jftil/WWtfelK^lffifi 1 ^ 

(f) )tf^i(e)KiMi^itfii> nmm%Q; 

(g) ffiaiRtt±, J3I«# 5:1 £ 1:2 tt = *¥&/Hffiftttffi%JB&2* 
3*(f)l&$fc2§^, PgH^ 3:1 £KrM£&#; 

(h) &mm&±, ^#^^7 20:10:1 M 5:10: 
*J&flfc2lH*(g)WifcJftffi4K &il¥3£: mm-. t?WL%} 10:10:1 lft£fcjft£&#; 

(i) #&Jl£:B±. ffi^^^7 30:1 M 1:1 W— «C Wtit/l?m$tffottmm>il? 
flKh)ft%JK&4>. i|fe*z:ft¥*S: 20:1 ft%j]g&4h 

(a) ffl 95±3%Z.tf«%Jtfttt4trttJll£* frfSlStt. iSJZSjlt; 

(b) ^Zx^SW, m 5-300 ff«f#iRW 50-801Cfitl7X^, 5±«* 

( e ) ?Emm&±, mmm% s-.i m 1:2 tt&ttie/ftMftKfflttffftjft 

(g) £iiiJKi*i±, 5:1 M 1:2 W - ft ¥^/^I@M£lJ#fc$^ 
»<f)W*fc*H4f, 3:1 Wjjfejftfi^i 

(h) £E£fl£*i±, 20:10:1 M 5:10: 1 W fP#-RE-¥KifeIffi 
flJ*fcJtt^«(g)ttifcJK&#. ^^¥^: 10:10:1 MffiMmfr; 
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I 




I 



5*4". 
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R 3 *P R,^ S&JilH^ MMW^. ¥fCS; 

^a?> nmm^. m&&m> «f#». m^±, mrmm, 
$t&wm> ^mizm^ UKm> ^uim^ *6iin\ mizm^ 

$?mr, mmmm^ mm^m^ ^*jss> mm^m-, ¥ita§^ 




-4— 



%^5HiE*&Rrte-^^.W^ f 1fc-%#H**iiSW — ^^^(William PA. The 



pathophysiology and treatment of rheumatoid arthritis. Arthritis Rheumatism 



1997;40(4);595-597), SP^3t#S@*H^. 

-jfttt*. TffiW«tt^r«liW#filW*2f^ffli (1)HLArT^#^^^ 

mm^mwrnm mmm, ^^-^^^j^m^hla-dr^^^^-^; 

^jfKj&^&jsc, ^jg«©B#Eana. ^^^^jm, 
fiH^ftAaE^seigGFcJiWtt^, fc^g^wigGje^, &&&&&& 



— l — 



fff"fiMfftW^Mitt^lt^^flii' , Cl^IIK4MI} 2003 

Jan.24(l)24-29) 0 

mm^i 50%, 55&&±&iAm t ¥, $Lffi&%80%, mat, #^urifc3Ufc&3rT 

r^^if J »ttW»>f35rSC. Hp«^ife«ffi-«. -ttBlM=tt«*. 
— tt l»— # £ m (NSAIDs) 

*MW*ffi#tt*»(NSAiDs)*a«r»^1!r*»±5!K«f. 

&»3fN i,Ti 

k> «t^#jK^ ¥OT> E3?c^> wizm^ *enn\ * 

vim, #m&. &ffiK, mmmu mmytm, wtttimm. mmwmm^t 



asw»jft- fffi- jfiL^m^atiiwSo ^^xm°F-wm> '^mm^.mmit, 
0tmmm m^s) r^.mmi¥mmmn^Mmmm , mmm"f-^m 

NSAIDsKl^^o 

§r±TfrftNSAIDs#nil$&^rJ3i(meloxicanK H^^^ (aceclof enac) 
@fMtfcMM£5 (DMARDs) 

$&««i*mu8. ttrjsw^sfja** ¥is^> *e«ft 

%tm, fiXta#3&®j^*lfl«lBi^W^Wf^ffi- *f^#(leflunomide) 
^1998^9^ 100 &FDA^^||ffllr^±lfrW^MMtt^^^?f^. * 

SOffFSI (ALT^i AST) 54- W TTn fl S? "IS ill JJF Sb . 

R^Tii&^iSJl LUffiEIS&ifc 2001 Feb. 30(1)34— 38) . S^iJW^J 




i 



Ot&m * f Br J&tfj^tt^ife i (Eclipta prostrate Linn) . 
:^(Wedelia chinensis ) (Eclipta alba). ^3££!-£o 



h 3 co. 




11 



OH 



ft: 

(b) m 5-300 #f(^#lfe 10-200 0, 20-100 ^)^P 
*g*#j&ftl 50-80°C|ft7K$##¥> 3i^*^^M, 0^7X^8; 

(c) mz>nz>mwL&mo>)to&n* m^cz,mz,mm ; 

(e) £?B£I£ft_h, ffi^J^^J 5:1 M 1:2 tt^II/MimJI&flJSffBfcJIfc 

(g) £l£J&*i±, 5:1 S 1:2 WnI^^/Ml^JI^MM^ 

(h) ^E^l5ctt±, mffim* 20:10:1 M 5:10: 1 ft ¥3£-p3lPI-¥^l£ 
frJ&J&#*(g)M&Jftffl#» MS: 10:10:1 K|jifcflfc&#i 

(i) ££ij&*i±, /Btfcfi^ 30:1 M 1:1 



(b) &Z,&«#, ffl 5-300 10-200 fe, 20-100 

50-80°C#J7.k^j&¥, 0^7Kffi; 

(d) M#m(c)Mz,mz.mfflm? i ¥--m, nmuu^s-, 

(e) £i£j£*£Jh, 5:1 M 1:2 ift^®£/j^If ^^lJ^T#fe#£. 

(g) Jl^^ 5:1 M 1:2 M =. M Wm/nmm^m^ 

(h) ^^^tt±, ffl^^t^; 20:10:1 M 5:10: 1 M f?^-mm-WMffiffi. 

fflffim>&m(g)Mffim&fr, mm-. 10:10:1 &r#y&ia# ; 

(i) £ElJ&*i±, ffl$Jg37 30:1 ^ 1:1 ^-m¥^/¥H^^?fJ^M^ 




i 



R 3 fo R 4 #i^iz:±-fe^iMJl^. t^H^ ¥ft^o 

4*SIKli = M. $i^T-#^MR a n> -S-^W 0.05-50wt%(@^^ 
0. l-10wt%) I ifc^^^^H^±^I^^^S 




I 



RalD^I-^mSIIf^ ill?, ¥4«; 

(a)ir^ft%i3imm&mftto o. os-90wt%^^; i ^i^^i^iiRr^ 




i 



mw3t&* ***** m*&. m^tt. mrmm. 

mt^^m> ^m.Km> m,izm^ wuim^ ptt*&3?* *enft\ mxm. 
nm&^ mmmu mmtzm* ^nmm> mm^m-, 

mmm-, m 
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#, M$flM^f4*£^iI® (Eclipta prostrata Linn). 40 & (Wedelia 
chinensis K ^^-^^(Eclipta aIba)^*£$j4»Jl&. i2tft^^£3®*WKf 

1956^, Govindachari^#&&Wedelia calendulacea^ #^tB#:&^ 
lli^^il^lg ft IH (wedelolactone), 




(Govindachari et.al. "Chemical Examination of Wedelia Calendulacea, Part I, 
Structure of Wedelolactone", Journal of the Chemical Society (1956), pp. 629- 
632.; Govindachari et.al. "Chemical Investigation of Wedelia Calendulacea, Part 
II, The Position of the Methoxyl Group in Wedelolactone", Journal of the 
Chemical Society, (1957),545-547; )o 



£ Jm Bhargava ^ JA 51 ^ (Eclipta alba) 4>^-^ttJ*¥^!l^^P , 3iH 
(demethylwedelolactone) , £pf£j5£;5*7: 



(Bhargava KK. et. al Isolation of desmethylwedelolactone and its 
glucoside from Eclipta alba. Indian J Chem, 1970, 8 (7) : 664-665 ) „ 

Li CC. $Rmm^m6 9 552,07l&ftTT&&ik&toffi±tom&ftR&&X 
feo (Li CC. et. al Total synthesis of wedelolactone. J Org Chem. 2003 Oct 
31 ; 68 (22) : 8500-4. ) (Yuan et al. Methods for treating cell death diseases and 
inflammation. United States Patent 6,552, 071)» 

T&mik& ftp ft * ± JflL > irC 4g m m ft m . (Wong 

et. al. "Wedelolactone and coumestan derivatives as new antihepatotic 
and antiphlogistic principles. Arzneimittelf orschung. 1998 May 
38(5) : 661-5; Melo. et. al. "Inhibition of the myotoxic and hemorrhagic 
activities of crotalid venoms by Eclipta prostrate extracts and 
constituents. Toxicon. 1994 May ; 32 (5) : 595-603) . 



IVft^lSU!^ ISSn C-C 8 £^; 

¥3^ im*> TS, #T1> HT«^ #T«s §r/£ 




OH 




^mz^m, ¥mm. z>mm, ^mm, m&z.mw° mvcmm^nn 
asr, ^isir** 3*; 1 4k-&mmmBt&m* : tirm& 4o%-99.9%, 

3? 50-98% o 

4>^^-&fimit^0. 1%M^99. 9%&J 

tt*(*W*Itt 10-50%«). SBl»JW('gfW» 20-50%Z.Bt), ^#^^0nrait 

Wfti.as^ftHBi^^^a^wtt 2. 5-9o%,a4ir»A 5%-6o%(M) 
#jawi54&*jMfc»*fcfcu mm, m%., mm. m»m* 



M^rnm^m, -m&mftfru J$m> mu> mm* 

mm^ito mm, mn^Rmm^mm^u^} o. 5-5oom g /k g ^t?#s^ 
mi^U'>omm, ^Amum.nB^m.mmmmmm^m^j i-iooomg, 

Vtm% 10-200mg, ^A^PlMf Bit^ 0. l-100mg, l-100mgo 

M&^WZS.&W^Mig&ftMfeM&nmffli&Wi&ft, W$B««**!U ft*. 
|£jRMftffifcft#J:ta*£*E, £fll£*C> BHT^lBHAo 



nmmm^mwmmiu±pjrm, «ijs»«i, nm> m-*u %m. mm 0 
%m, mm.m^ tisi> mwm^ mmm^ ^m. 

tit c, aHB&KEftJftKJMft. frMffl, tt#*l. ««#J. Sff 
Kv&£\ ^THIi. itt^#J8l. ¥*CZ£^ M3£ 

itt*^. 

mm^m> iOTi 

*2£W&m--&&a.&M&4k&V0* '&& : &%c&mffi ft ft &&&&&& 
1T& Hr ifc M 15 ft §Jc # ft o 
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iji^lpr^Jjr 300kg, ^^^A0.75in6Z 1 ^(^^95%)4'-m^a^(10/jN 

(mmM.®mm&, mmmnn. ±m#m, Mmm± 

Mlp^5g, ##^10g 200-300 gE£J£, mTMmfemtir (200 g, 200- 

3oo@>, m^mm-nmummm,, moomi^^-^, ^mmm^mm^ 
itL, ^-^(tlc ^mm-nm Rf = i/vmi&o m^^m^mmm, 
nwffTmi&mr&mffi, %=.uw'm-mmffimmw>, ^50 mmm-ix, 
%-mmm^mw.'&%$&, £-#(tlc -u^^-nm 3:1, Rf = i/6)#mi£ 0 
m&&Mm.®mmm, mwmTm&mff&mm, mw&-&m-wmft&m 
^50 mv&m—ix, ^mmm^fnm^^L, i^#(tlc ^^-nm-^m 




10:10:1, Rf = l/2)fi«£ 0 ft&#1fy&&#imm , &J&3£4rfeM 
^•^(TLC-«:¥^-¥02O:l, Rf=l/6)W%^o #PJ£S;g> 90%^/^^^ 4£ 

(6)#Jtn a B f!tfj3'J 

^^jg> 90%#J#p p q30 mg^^70%¥H c f 5 J ^Lichroprep RP-18(40 ~ 

9s%m*mfo° m^mw° **mp a pitttt#u m&miR> eims, mr, 

13 CNMRil«^JlQM$BT: 

^cQ-fe^*, fr^ft: C 16 H 10 0 7 , mp 315°C (##¥), UV Xmax(MeOH, rim): 
211.5(4.65), 247(4.40), 304 (4. 01) (sh) , 350(4.48) o IR(KBr) era" 1 3300, 
1715, 1640, 1620, 1445, 1415, 1320, 1205, 1155, 1070o EIMS m/z (%) : 
314 (M + , 100), 313(22), 299 ( [M-CH 3 ] , 28), 285(5), 271 ( [M-CH 3 -C0] , 8), 
243([M-CH 3 -C0-CO], 28), 187(17), 69(42) 0 1 HNMR(6) : 7.23 (s), 7.14 (s), 
6.58 (d, J=2. 3 Hz), 6.42 (d, J=2. 3 Hz), 3. 90 (s) 

13 CNMR(8): 158. 0(C-l), 101.1(02), 159. 6(C-3), 95. 6(C-4), 
99. 3(C-5), 161.KC-6), 95. 0(C-7), 155. 5(C-8), 155. 0(C-9), 104. 7 (C- 
10), 145.2(C-11), 144. 3(C-12), 99.0(C-13), 114.0(C-14), 148. 7(C-15), 
55. 7(C-16)o 




ii 



^^^j^i: mm^'hWL, #Mi8-22 g o 

m^^-. mm^^m, mm^^m^mM^m^^.s mg /kg, 25 

mg/kg, l^tt^M^1^0.5% CMC, PHttX* HS^^*^ , MM%25 nig/kg* 

-14- 



mi mmmiHmM—^^mm^uM^0immmmo < mg , x ± sd) 



mm 


(mg-kg -1 ) 


3r4M& 

(n) 


(mg) 


0. 5% CMC 




10 


18. 3 ± 3. 3 




25 


10 


11. 4 + 3. 6** 


5 mg/kg 


12. 5 


10 


11.3 ± 3.6** 


«j«*rta-25 mg/kg 


25 


10 


10. 9 + 4. 6** 



**"^7Js P <0. 01 



#M3£$R (Wong et. al. "Wedelolactone and coumestan derivatives as 
new antihepatotic and antiphlogistic principles. 

Arzneimittelforschung. 1998 May 38(5) : 661-5 ;) M&!$,Jj&'0r}&ik&%!)l. 
2^P3 0 




I 



ik&%91: R,=R 2 =H R 3 =R 4 =0H 
ik-&<®}2: R^OH R 2 =CH 3 R 3 =R 4 =0H 
tti^-^3: R! = 0H R 2 =CH 3 R 3 =C1 R 4 =0H 
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12 rag/kg, BHt£*Nm& 3/0.5% CMCo PB ttJlfliM^ , 7?0fi;*/25 mg/kgo 
^, ^.Hk^MBZO min, ^± Uti Js&$±mmT&Al%K}MXMmO. 1 ml, 



m & (i) it^MMxmmm^: m&wm&jBm (n=io, x + sd> 









1 h 


2 h 


4 h 


6 h 


24 h 


0.5% CMC 


0. 46±0. 07 


0. 51±0. 11 


0. 59±0. 10 


0. 61±0. 07 


0. 51+0. 09 




0. 31±0. 06*** 


0. 38±0. 10*** 


0. 42±0. 11*** 


0. 39±0. 06*** 


0. 37±0. 07*** 




0. 38±0. 05*** 


0. 43±0. 06** 


0. 47±0. 09*** 


0. 53±0. 08** 


0. 43±0. 07** 


1 ft 1^2 


0. 29+0. 06*** 


0. 37±0. 09*** 


0. 42±0. 07*** 


0. 40+0. 05*** 


0. 39±0. 08*** 




0. 31+0. 06*** 


0. 34±0. 09*** 


0. 38+0. 07*** 


0. 42+0. 05*** 


0. 41+0. 08*** 



***"^^ P <o. ooi ^m'&ttmm.(o. 5% cuomit^u^^^m^o 
**"^^ P <o.oi ^m&ttmm.co. 5% cmc)^ tbw^M^tt^o 



^Ml^^}: Wistarit'&^lt, #fil50g£;£ 

^h^-^: mj&&M&m, mmmftmmmfrM%o.25 m g /k g , 12.5 

mg/kg, ffl0.5%6tlCMCK^J, MM^fMOm^O. 2 mg/kg 0 




(1) vistarjzmmRmfommm&ft 

^3 Wistar ^m.^'mj^m 5, 10. 15, 19 ^^J^ltr^j?^ (mm, x + SD) 







^5^ 


Jgio^ 


^15^ 


Bl9^ 


0. 5%CMC 


10 


4.24±0.19 


4.71+0.25 


4.86 + 0.37 


4.90±0.24 




10 


4.14 + 0.14 


3.96 + 0.10" 


4.04 + 0.10** 


4.09 + 0.11** 


mmMfa^-o. 25 


10 


4.20 + 0.11 


4.71+0.24 


4.61+0.10 


4.64 + 0.17" 




10 


4.11+0.11 


4.03 + 0.13** 


4.11+0.16** 


4.04 + 0.14" 



'**"^^ P <o.oi 5m&xjmm.(o.5% cMommim&m'&m&o 

A Wistar^E^^jg^S, 10. 15, 19^&tj£" mL>ftJ¥S (mm, x + SD) 









J§10;*c 


mi5^ 


mi9^ 


0. 5%CMC 


10 


4.17 + 0.22 


4.66 + 0.36 


4.79 + 0.39 


4.89 + 0.31 




10 


4.00 + 0.10 


3.84 + 0.10" 


4.07 + 0.13" 


4.00 + 0.12" 


!&*&StrtB&-0. 25 


10 


4.13 + 0.15 


4.66 + 0.09 


4.54 + 0.15 


4.59 + 0.15* 




10 


4.01+0.17 


3.95 + 0.12" 


4.11+0.16" 


4.04 + 0.07" 



'*"3t^p<0.05 *u m m& (0.5% CMC)ffitfcWS*tt^#. 
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^5JlistarXWLmmB^5, 10. 15, I9?im&!m JKW-JM. (mm, x±SD ) 





-f.U dJL- jlr/^ 




Hio^ 


Bl5^c 


Jj§19?C 


0. 5%CMC 


10 


7.26 + 0.85 


8.64 + 0.69 


8.83 + 0.53 


9.07 + 0.28 




10 


6.96+1.97 


7.44+1.42 


7.86+1.36 


7.51 + 1.40* 


*0*fe»fclB-O. 25 


10 


7.10 + 0.83 


8.18 + 1.22 


8.51+0.91 


8.49+1.06 


1*1 IB-12. 5 


10 


7.13 + 0.96 


8.09+1.05 


8.44 + 1.63 


8.53 + 1.33 



*"^p<0.05 ^m&ttmf&(0.5% CMC)ffifcbWM^'14^#o 



^6 Mstar^MMMMM^i 10 - 15 - 19^6tl^M^g^ (mm, x + SD ) 







M5^i 


Jgio^ 


Ml53t 


3119^ 


0. 5%CMC 


10 


5.2 + 0.23 


5.44 + 0.30 


5.46 + 0.54 


5.57 + 0.20 




10 


4.89 + 0.23* 


4.87 + 0.18** 


5.04 + 0.28 


4.90 + 0.08** 


wmmftm-o. 25 


10 


5.05 + 0.24 


5.28 + 0.38 


5.15 + 0.35 


5.23 + 0.23" 


*MfcS»rtHB-i2.5 


10 


4.95 + 0.27 


5.05 + 0.25* 


5.20 + 0.23 


4.98 + 0.10" 



**"3^p<0.01 ^m&ttmM(0.5% CMC)*BfcfcW##ffi*ttg#. 

*»^^p<o.o5 ^m&ttm.m(o.5% cuom^^m-fe^* 



(2) VistarjzWLmRMmjKMfcm&ik 

3fe7 Wistar^tm^^B^5> 10, 15, 193iM & }s JKfam&ik (ml) 



^i»J/#IR(2£^) 








JHl5?c 


Hl9^ 


0. 5%CMC 


10 


1.90 + 0.24 


2.55 + 0.25 


2.89 + 0.43 


2.70 + 0.44 




10 


1.68 + 0.32 


1.73 + 0.23" 


1.93 + 0.34" 


1.84 + 0.26" 


!^^^rtIg-0.25 


10 


1.85 + 0.24 


2.38 + 0.30 


2.63 + 0.37 


2.61+0.42 


4»l£l*!@i-l2.5 


10 


1.64 + 0.31 


2.14 + 0.45* 


2.42 + 0.62 


2.46 + 0.75 



"**"^p<0. 01 ^m^MmJR (0.5% CMO^bkW^^M^te^^o 

"*"^^ P <o. 05 ^ffl'&ttmjR(o. 5% cuomit^Mm^M^o 
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^8 Wistar^E^I?Bm5> 10, 15, ft B JMt&9£ik (ml) 









HlO^ 


^I5^c 


^19^ 


0. 5%CMC 


10 


1.19 + 0.08 


1.29 + 0.09 


l. 47 + 0.24 


1.55 + 0.17 




10 


1.09 + 0.07* 


1.00 + 0.10** 


1.17 + O.H* 


1.19 + 0.09** 


J(MK*»l*IB-o. 25 


10 


1.18 + 0.05 


1.16 + 0.08* 


1.29 + 0.13 


1.36 + 0.12* 


^«Frti&-12.5 


10 


1.10 + 0.10 


1.03 + 0.10** 


1.24 + 0.16 


1.19 + 0.08** 



"**»^^p<o.oi ^m^mmm.(o.5% cuc)tt\tm&iZ5Lm&&&. 



i&mjjR: MB>&M&m, mmmftm&jmmfrm%6, 12 mg /kg, h 

ttxtJiafflj&o. 5% cmc 

DE-52&fS£0llMJRllC®a. %*»K»»«JllMJRJRliqAIKftife*!lW0?L 
ft. K5«Mf£6ffl^. ftKiSb*^***, 3K?*iR&l*£j£aAflfcJE#2.5 

mm&&BMiott%i, mmio^mmrmmm: a, ^^tmmu&z m 

tSE-Jtlttft**:*^. i*h J£/IURJES&*^K*#ffi. 2^ : >^m^^ 

m> $jmmm#mm#t&, &&mftm$-%4&. «aMjB«#au6#. c. 
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9 mmm^mm^mm^^^wLm^^mu^mmi x ± sd) 





(K) 


(°C) 




mio^ 


H20^c 


030^ 




20 


27.4 0±0. 75 


-0. 01+0. 36*** 


0. 01±0. 37*** 


0. 01±0. 37*** 


mmmmrn 


20 


27. 32±0. 68 


1. 35±0. 65 


1. 60+0. 62 


1. 76±0. 81 




20 


27. 29+0. 72 


1. 42+0. 74* 


0. 83+0. 44*** 


0. 72+0. 40** 




20 


27. 36±0. 66 


1. 36±0. 50* 


0. 73±0. 45*** 


0. 48+0. 39*** 



; ***"^p<0. 001 ^ffl'&ttMJR(0. 5% CMO^fffcbWI&^M^'ftM^o 

**"^^ P <o.oi ^m'&MMm.(o.5% cMomikmimMmfe^* 

*"^^ P <o.05 ^ffl'&Mmm.(o.5% CMO^gtbWM^tt^^^, 



^io mmmftmttimmg^&^xu&mmfr&jBmi x + sd) 



mi 


(K) 




mio^ 


H20^ 


3130^ 




10 


0.00 ±0.00*** 


0.00 ±0.00*** 


0.00 ±0.00*** 




10 


3.80 ±1.90 


5. 60±1. 85 


5. 90±1. 92 


mmm Pim-6 


10 


4. 00±2. 02* 


3. 10±1. 45*** 


2. 7±1. 35*** 




10 


4. 10±2. 08* 


2. 00±1. 41*** 


1. 40±1. 02*** 



"***"^^ P <o.ooi ^ m ttxt mm. (0.5% cMOffitbw^^M^tt^^o 

"**"^^ p <0.01 ^PJt±^M*&(0. 5% CMOffifcbW^mM^ttM^c 

"*"^p<o. 05 ^itt^Ii(o.5% CMOtstbWMWtt^^o 



r 



-20— 



ii mm^mMuMM^MMB^^MMMMM^^^i x ± sd) 



mm 


—•I. ;U rt aRL. 








(R) 


(mm j 


(mm) 




10 


0. 752 ±0. 101* 


0. 002 ±0. 026*** 


mmmmm. 


10 


0.784 ±0.072 


0. 403+0. 183 




10 


0. 793±0. 071* 


0. 231±0. 113** 




10 


0. 798±0. 070* 


0. 194±0. 115*** 



: ***"i^p<0. 001 ^ffl&rtmm.(0. 5% CMOffifckW^^M^ttM^o 

; **"^^ P <o.oi ^m-&MmM(o. 5% cMO^stb^-^^s^&^^o 

*"i^p<0.05 -%PJ#^M^[(0.5% CMO^tkWM^te^^o 



fjffi^^^Tft, m&&Tm.fr, mmmm&x, m^^mm^m^m 









20rag 




130mg 




40mg 


mmnm 


lOmg 




200mg 



mmmm^, mizurmfr, mmmmmx, m^^mm^m^m. 









15mg 




5mg 




130mg 
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40mg 


mmmm 


lOmg 




200mg 



mmnM&jt, m^^rm.^, m^Mmm*, m4-^mm^mm^m 









15rag 




5mg 




130rag 




40mg 


mmmm 


lOmg 




200mg 
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u m & m m 









V. ; -* 










V 




• - - »*■ 





£ 2 



1 





2 



